PATENT LAW 



(21004 



Amendments to the Specification: 

Please replace the paragraph beginning on page 5, line 1 7, with the following amended 
paragraph: 

Figures 4A-D show graphs of antibody binding to W33 oV^ where this Hgand was preincubated 
in doubling dUutions starting at 10 .g/tnL with 50 «iM EDTA in 1% BSA-HBSS (in the absence of 
Ca-HH) or with 1% BSA-HBSS (with Ca++) for 30 nrin. 37EC. Mixtures added to plates coated with 
CNTO 95. C372, c7E3 or LM609 IgG and incubated for 1 hour, 37°C. LM609 or CNTO 95 added at 
20 :g/niL in appropriate buffer (+/- Ca++) for 30 min, 3T>C. Plates probed with goat anti-mouse IgG 
Fc. HRP or goat anti-human IgG Fc, HRP. 

Please replace the paragraph beginning on page 5, line 23. with the following amended paragraph: 

Figures 4E-G show graphs of antibody binding to a ¥V35 aVB5, where this ligand was 
preincubated in doubling dilutions starting at 10 rg/mL with 50 mM EDTA in 1% BSA-HBSS (in the 
absence of Ca++) or with 1% BSA-HBSS (with Ca++) for 30 nrin, 3T'C. Mixtures added to plates 
coated with CNTO 95. C372, c7E3 IgG and incubated for 1 hour. SVC. VNR139 was added at 10 
:g/niL in appropriate buffer (+/- Ca++) for 30 min. 3T'C. Plates probed with goat anti-mouse IgGFc. 
HRP. 



Please replace the paragraph beginning at page 14, line 19 with the following amended 
paragraph: 

Methods for engineering or humanizing non-human or human antibodies can also be 
used and are well known in the art. Generally, a humanized or engineered antibody has one or 
more amino acid residues from a source which is non-human, e.g., but not hmited to mouse, 
rat, rabbit, non-human primate or other mammal. These human amino acid residues are often 
referred to as "import" residues, which are typicaUy taken from an "import" variable, constant 
other domain of a known human sequence. Known human Ig sequences are disclosed, e.g., 
,»^K.r nf public databases >=nr.b the NCB T datab a se of the National Institute of Health 
publications such as w ww.ncbi.nlm.nih.gov/ontr0z/qucry.fcffl7 
www.otco.org f ^phago/hdb.html; www.Doiquost.com/; v y rww.aboam.coro/; 
www.antibod>TODOurco.oom/onlinocomp.h teH 
www.pubUo.iaotato.odu/ podro/roocarch_tooloiitml; www.mgon.uni 
hoidolb c r&-dD^SD . Tr/lT ht^': i i rhfrP f nnnn oom/immmiology/CH0S/lcuby05.htm; 
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ww.UbrQry.thinlcqu e st.org/12129/IiTmiuno/Antibody.ht^ 

ww^^hhIm■o^fi/g^antDAcctu^Q0/1996/vlab/; wvNrw.path,oam.ao.ulc/ mroT/niUcoimag O D.htn il: 

www,antibodyroQOuroo.Gom/; 

mob,hQn^Qrd.odii/BioLinlcG/Immim^ 

pathbox>wxiGtl.odii/ - hccntor/indox.html; www.biotoch.ufl.odu/ - hcVf 
w^r^v,pobio,Gom/pQ/3 10913/3 10913.html; ^r^r^v,iml,uflda.gov/awo/pubG/Qntibody/; 
v ^ wv.m.ehimo u.ao.jp/ yafiuhito/EliGa.html; www.biodGoigii.coni/tablo.aDp; 
w^wionot.uk/Qxp/fQoa/davic a /linko,html; www.bioteoh.ufl.cdu/ - fccVprotOGolJitmi; 
www.ioao n o t.org/oitoo„gco.htmU Djcimtl.imt.mii morburg.do/ - rolc/.\EPStart.htn i1; 
baQorv.uoi.kun.nl/ jraato/linlcGl.html; Nvww.rQoab.uiii hd.do/immuiio.bmojai ^ Ti.odu/y 
www.mTc opo.oam.ac.uk/imt doo/public/PrTRO-html; wN N w.ibtunam.nuE/virA^_mioo . bt ni1: 
imgt.cnuGC.fri S lO'l/; w^vAv.bioohcm.uoLao.ulE/ martin/ab&^indGx.html, oatibody.batfa. nc ii H 
abgon.c\Tn.tamu.odu/lab/wwwabg o n.html; 

WNvw.unigh.ch/ honcgg e r/i\IiOaominar/Slido01.html; www.cnj^t.bbk.ac.uk/ ^bog07s^. 
www.niinr.mro.ao.iilc/CC/coaewg/ocaowg.htm; 
www.path.cam.ao.uk/ mrc7/humanisation/TAHHP.html; 
w^w.ibt.unam.mjc/vir/stnicturQ/otat,aimJitml;NVNVw.biosoi.nuGOO 
www.GryGt.bioo.oani.ao.ulc/ - fmoIina/W e b pagoG/Pept/spottooh.htm H 

www.jorini.do/fr jroducto.htm; www.patonta.ibm. com/ibm.html, Kabat et al.. Sequences of 
Proteins of Immunological Interest, U.S. Dept. Health (1983) , c a d i u nt i i oly incoipor nt o d 
boroin by roforono e. 

Please replace the paragraph beginning at page 19, line 15, with the following amended 
paragraph: 

In another aspect, the invention provides isolated nucleic acid molecules encoding 
a(n) anti-dual integrin antibody having an amino acid sequence as encoded by the nucleic 
acid contained in the plasmid dopooitod as designated clone C371A. n^es 

and ATCC Deposit Nos. 
, roapootivcly, dopoaited on 



Please replace the paragraph beginning at page 67, line 4 with the foUowing amended 
paragraph: 
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DeterminaUoi. of Ca^ Dependence for Binding of anti-Human W33P^ aVp3/aVpS M abs 
to Their Ligands 

It is known that the presence of the cation calcium is necessary for the Mab c7E3 to bind aVgl 
and is not a requirement for binding of Mab LM609 to aVp3 as demonstrated in Figures 4c and 4d 
respectively. This experiment was conducted to assess whether calcium dependence also applies to 
the binding characteristics of CNTO 95 or C372 for aYfia or sYg5 integrins. An 

excess concentration of EDTA was introduced into the assay format to chelate the Ca present within 
the binding pocket of the integrin heterodimers and therefore, binding was assessed in the absence of 
the cation. It was found that CNTO 95 and C372 binding to fiYBl is not dependent upon the 

presence of Ca (Figure 4a, 4b). The same is true for CNTO 95 binding to aVBS but not so, 

however, for C372 binding to W3*«YE5 (Figure 4e, 4f) as binding appears to be increased in the 
presence of Ca. 
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